Isatin (2,3-dioxoindole), a versatile lead molecule for potential bioactive agents and its derivatives were reported to possess wide spectrum of activity. Methisazone (N-methylisatin-ß-thiosemicarbazone) was one of the first clinically used synthetic antiviral agents 1 . N-Methyl isatin-β-4':4'-diethylthiosemicarbazone was found to inhibit Maloney leukemia virus replication 2 . N,N-disubstituted thiosemicarbazone derivatives of isatin were tested for inhibition of HIV-1 replication 3 . Schiff and Mannich bases of isatin derivatives were synthesized and evaluated for antiviral activity. Some of their derivatives showed significant inhibitory activity against the replication of HIV-1 4-10 . In earlier studies, some novel isatin derivatives were synthesized and evaluated for antiviral, anticancer and antibacterial activities 11, 12 . These compounds showed significant inhibitory effects against HIV-1 replication. In this study we describe the antiviral activity of some novel of isatine-sulphonamide derivatives (Scheme 1) against HIV-1 in MT-4 cells. These studies prompted us to investigate their inhibitory effect against HIV integrase.
Isatin (2,3-dioxoindole), a versatile lead molecule for potential bioactive agents and its derivatives were reported to possess wide spectrum of activity. Methisazone (N-methylisatin-ß-thiosemicarbazone) was one of the first clinically used synthetic antiviral agents 1 . N-Methyl isatin-β-4':4'-diethylthiosemicarbazone was found to inhibit Maloney leukemia virus replication 2 . N,N-disubstituted thiosemicarbazone derivatives of isatin were tested for inhibition of HIV-1 replication 3 . Schiff and Mannich bases of isatin derivatives were synthesized and evaluated for antiviral activity. Some of their derivatives showed significant inhibitory activity against the replication of HIV-1 [4] [5] [6] [7] [8] [9] [10] . In earlier studies, some novel isatin derivatives were synthesized and evaluated for antiviral, anticancer and antibacterial activities 11, 12 . These compounds showed significant inhibitory effects against HIV-1 replication. In this study we describe the antiviral activity of some novel of isatine-sulphonamide derivatives (Scheme 1) against HIV-1 in MT-4 cells. These studies prompted us to investigate their inhibitory effect against HIV integrase.
Melting points were determined using Thomas melting point apparatus and are uncorrected. The purity was checked by TLC using silica gel G as stationary phase. The structure of the synthesized compounds *For correspondence E-mail: periyasamyselvam2001@yahoo.co.in was elucidated using a Perkin Elmer FT-IR in KBr disc and PMR was taken on a Bruker AMX-(400 MHz) FT-NMR. Mass spectra were obtained on a Varian Atlas CH-7 Mass spectrometer at 70 eV.
Isatine-sulphonamide derivatives were synthesized by reß uxing an equimolar (0.01 mol) mixture of isatins Scheme 1: synthesis of isatinsulphonamide derivatives For SPIII-S, R is H, R 1 is H and R 2 is H; for SPIII-SMe, R is CH 3 , R 1 is H and R 2 is H; for SPIII-SCl, R is Cl, R 1 is H and R 2 is H; for SPIII-SM, R is Cl, R 1 is H and R 2 is 4,5-dimethyl-2-isoxazolyl; for SPIII-5Br-AC, R is Br, R 1 is COCH 3 and R 2 is 4,6-dimethyl-2-pyrimidinyl; for SPIII5Br-BZ, R is Br, R 1 is COC 6 H 5 and R 2 is 4,6-dimethyl-2-pyrimidinyl; for SPIII-5Me-AC, R is CH 3 , R 1 is COCH 3 and R 2 is 4,6-dimethyl-2-pyrimidinyl and for SPIII-5Cl-BZ, R is Cl, R 1 is COC 6 H 5 and R 2 is 4,6-dimethyl-2-pyrimidinyl (isatin, 5-chloro and 5-methyl) and sulphonamides (sulphonilamide and sulphamoxazole) for 6 h in 10 ml of glacial acetic acid. The mixture was cooled to room temperature and poured into crushed ice; the solid thus obtained was recrystallized from ethanol. SPIII-S yield: 68%, mp: 116 0 , IR (KBr) cm N-acyl-isatinesulphonamide derivatives were synthesized by refluxing an equimolar mixture of (0.01 mol) isatins (5-chloro-1-acetyl-isatin, 5-bromo-1-acetyl-isatin, 5-bromo-1-benzoyl-isatin and 5-methyl-1-benzoyl-isatin) and sulphadimidine for 6 h in 10 ml of glacial acetic acid. The mixture was cooled to room temperature and poured into crushed ice; the solid thus obtained was recrystallized from ethanol. SPIII-5Br-AC yield: 67%, mp: 221 0 , IR (KBr) cm Strand Transfer assay the second oligo is missing the GT oligonucleotides at the 3'. The integrase enzyme was diluted to the same speciÞ c activity in 750 mM NaCl, 10 mM Tris pH 7.6, 10% glycerol and 1 mM β-mercaptoethanol. To perform the reaction 4 µl diluted integrase (corresponds to a concentration of WT integrase of 1.6 µM) and 4 µl annealed oligos (7 nM) was added in a Þ nal reaction volume of 40 µl containing 10 mM MgCl 2 , 5mM DTT, 20 mM HEPES pH 7.5, 5% PEG and 15% DMSO. The reaction was carried out for 1h at 37°. These reactions were followed by an immunosorbent assay on avidin coated plates Table  1) were active against HIV-1 and 2 in MT-4 cells 13 . Presence of 4,6-dimethylpyrimidinyl group in SO 2 NH 2 of Isatine-sulphadimidine (SPIII) lead molecule is essential for antiHIV activity. Substitution in NH group of isatin (N-acylation) abolishes the antiHIV activity of the lead molecule SPIII (Table 1) .
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